- .Pparlt-a004 12:43 FRQM:<3mENTECH LEG 



EXHIBIT A 



TDs 916192350176 



P:5''S 



CtNB.3230R1C39 

IN THE 

Applicant 
Appl. No. 
Filed 
For 



Exdminer 




PATENT 




ATES PATENT AND TRADEMARK OFFICE 



Raton, et ^1. 

10/063,557 

May 2, 2002 

SECRKTBl) AND 
TRANS-MEMBRANE 
POl-YPEPTTDES AND NUCLEIC 
ACIDS ENCODING THE SAME 

DavidJ.Blanchard 



Otoup Art Unit : 1642 




P ECLARATION OF J. CHRISTOPHER G RIMAI.DI. UNDFR CVU ^1 



Connmis.sioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1 450 

Dear Sin 

1, J. Christopher Gtimaldi, declare and state as follows: 



1. 1 am a Senior Research Associate in the Molecular Biology Department of 
G<mcntech, Inc., Soutli San Francisco, CA 94080. 

2. My scientijfic Curriculimi Vitae, including my list of publications, is atteohcd to 
and fornis part of this Declaration (Exhibit A). 

3. I joined Gcncntech in January of 1999. From 1999 to 2003, J directed the Cloning 
Laboratory in the Molecular Biology Department. During this time i directed or performed 
numerous molecular biology techniques including semi-<pianiitatlve Polymerase Chain Reaction 
(PCR) analyses- I am currently involved, among other projects, in the isolation of genes coding 
for membrane associated proteins which can be used as targets for antibody therapeutics against 
cancer. In connection with the above-identified patent application, T personally performed or 
directed flic semi-quantitative PCR gene expression analyses in the assay entitled "Tumor Versus 
Normal Differential Tissue Expression Distribution," which is described in EXAMPLE 18 in. the 
specification. These studies were used to identify differences in gene expression between tumor 
tissue and their normal counterparts. 

4. EXAMPLE 18 reports the results of Ae PCR analyses conducted as part of Ae 
investigating of several newly discovered DNA sequences- This process included developing 
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primers and analyzing expression of the DNA sequences of interest m normal and tumor tissues. 
The analyjies were designed to determine TjAetibter a difference exists between expression in 
norhial tissues as compared to tumor in the same tissue lype. 

5. The DNA libraries used in the gene expression studies were made from pooled 
samples of normal and of tumor tissues. Dato from pooled samples is more likely to be acciuale 
than data obtained from a sample from a sin^e individual. That is, the detection'of variations in 
gone expression is likely to represent a more generally relevant condition when pooled samples 
from nonnal tissues arc compared with pooled samples from tumors in the same tissue type. 

6. In differential gene expression studies, one looks for genes whose expression levels 
differ significantly under different conditions, for example, in nonnal versus diseased tissue. 
Thu.s, 1 conducted a semi-quantitative analysis of the expression of the BNA sequences of 
interest in nomial versa<5 lumor tissues. Expression levels were graded aceoiding to a scale of +, - 
, and +/- to indicate the amount of the specific signal detected. Using the widely accepted 
technique of PGR, it was detemiined whether flic polynucleotides tested were more highly 
expressed* loss expressed, or whether expression remained the same in tumor tissue as compared 
to its normal counterpart. Because this technique relics on the visual detection of cthidium 
brornide staining of PGR products on agarose gels^ it i.s reasonable to assume that any detectable 
differences seen between two samples will represent at least a two fold difltercncc in cDNA. 

7. The results of the gene expression studies indicate that the genes of interest can be 
used to differentiate tumor from normal The precise levels of gene expression are iirclevant; 
what matters is that tliere is a relative difference in expression between normal tissue and tumor 
tissue. The precise type of tumor is also irrelevant; again, the assay was designed to indicate 
whether a difference exists between normal tissue and tumor tissue of the same type. If a 
difference is detected, this indicates tiiat the gene and it^ corresponding polypeptide and 
antibodies against the polypeptide are useful for diagnostic purposes, to screen samples to 
differentiate between normal and tumor. Additional studies can then be conducted if further 
information is desired. 

8. I hereby declare that all statements made herein of my own knowledge arc true and 
diat all statements made on infomiation or belief arc believed to be true, and further that these 
statements were made with the knowledge that willful false statements and the like so made arc 
punishable by fine or imprisonrnent, or both» under Section tool of Title l8of flie United States 
Code and tliat such williiil statements may jeopardize the validity of the application or any 
patent is^sued thcrcoa 
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!!i // / . Date: 



Christppher Grimaldi 
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